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1 . The applicant is hereby notified that this International Preliminary Examinina Anthnntx/ tri>r,or«if^ 

LppSs" ""^^ "po" »» »"n«es,xrsa^3is^°i%ss,i;i^^^^ ^ 

3. Where required by any of the elected Offices, the International Bureau will preoare an Enalish tmnci^tfnn «f 
the report (but not of any annexes) and will transmit such translation to thoK offilel ^ translaHon of 

4. REMINDER 

The applicant must enter the national phase before each elected Office bv DPrfnrmino r>art^i„ /t i- 
translations and paying national fees) within 30 months frorS the pSty dKr SSn so^^^ 
(Article 39(1)) (see also the reminder serrt by the International Bureau wS? Fom PCtST) ^ 

Where a translation of the international application must be fumlshed to an elected Offir^ tha* tr=r,^i^*- 
must contain a translation of any annexes to the international preliminary 2xaSi?n Soi »^^^^^^^^ 
appl.canfs responsibility to prepare and fumish such translation directly to eaS eSS Office concerned. 

PctCTcSS GCrdl*:^ ^''^"■^'^ '■'"^ ^eq-i-'^-ts of the elected Offices, see Volume II of the 

The applicant's attention is drawn.to Article 33(5), which provides that th^ oritoria r.^>,„i*. • ' 

and industrial applicability described in Article 33(2) to (4) rSerdv S?Je the S^^ inventive step 

preliminary examination and that "any Contracting State mTy 5^piraTditi^^^^^^^ 

purposes of deciding whether, in that State, the claimed inventions is oatPntahil Tn^^^^ 

27(5)). Such additional criteria may relate, for example to exeiSio4^£ SL^Lh^^^ 

enabling disclosure, clarity and support for the claiVns ®''®'"P*'°"^ ^^"^ Patentability, requirements for 
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1 This international preliminary examination report has been prepared by this Internaiionai Preliminary Examining 
Authority and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, clainis and/or drawings Nfvhich have 
been amended and are the basis for this report andA)r sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following Items: 

1 13 Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of Invention 

Reasoned statement under Rule 66.2{a)(ii) with regard to novelty. Inventive step or industrial applicability; 
citations and explanations supporting such statement 
Certain documents cited 
Certain defects in the international application 

Certain observations on the International application . 
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I. Basis of the report 

1 With reaard to the elements of the international application (Replacement sheets which have been furnished to 
• ^hTreciM^^^ response to an invitation under Article 14 are referred to in this report as "originally filed 

andaren^^^^ to this report since they do not contain amendments (Rules 70, 16 and 70. 17)), 



Description, Pages 

1-12 



as originally filed 



Claims, Numbers 

^ ,25 as originally filed 

Drawings, Sheets 

as originally filed 

p With reaard to the language, all the elements marked above were available or furnished to this Authority in the 
Kuage in which the international application was filed, unless othenA^lse indicated under this item. 

These elements were available or furnished to this Authority In the following language: . which Is: 

□ the -language of a translation furnjshed for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). \ 

□ the language of a translation furnished for the purposes of International preliminary examination (under j 
Rule 55.2 and/or 55.3). j 

3 With reaard to any nucleotide andA>r amino acid sequence disclosed in the internationarapplication. the [ 
intemlffl examination was carried out on the basis of the sequence listing: p 

□ contained in the international application in written form. - 

□ filed together with the International application in computer readable form. L 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure ^ 
in the international application as filed has been furnished. | 

□ The statement that the information reconded in computer readable form is identical to the written sequence | 
listing has been furnished. p 

4. The amendments have resulted in the cancellation of: 1 

□ the description, pages: 

□ the claims, Nos.: j 

□ the drawings, sheets: ^ 
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5 □ This report has been established as if (some of) the amendrnents had not been made, since they have 
been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

{Any replacement sheet containing such amendments must be referred to under Item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
■ obvious), or to be industrially applicable have not been examined in respect of. 

□ the entire international application, 
S claims Nos. 25 as to lA 

because; 

H the said international application, or the said claims Nos^25 relarte to the following subject matter which 
does not require an International preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos, 

o A .^^^.ninnf . .1 international Dreliminary examination cannot be carried out due to the failure of the nucleotide and/ 
or amC Si fiuel^S K to comply with the standard provided for in Annex C of the Administrative 

Instructions: 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not comply with the Standard. 

V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
' citations and explanations supporting such statement 



1. Statement 
Novelty (N) 

Inventive step (IS) 

industrial applicability (lA) 

2. Citations and explanations 
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Claims 





'05/16/2005 MON loT32 [TX/RX NO 72881 



international preliminary 
evIamination report 



International application No. PCT/GB 03/04981 



see separate sheet 



Form PCT/IPEA/ 409 (January 2004) 



INTERNATIONAL PRELIMINARY InternationaJ application No. 

FXAMINATION REPORT - SE PARATE SHEET 



PCT/GB 03/04981 



0 



^iSSSlishmen. of opinion wi* regard to novelty, invemive step and IndusWal 
applicability 

Claim 25 relates to subject-matter considered by this Authority to be covered by the 

IZ^TZb 67 1 iv) PCT. Consequently, no opinion will be formulated with 
ZZe^^l^^^^^^^ subject-matter of this claim (Article 

34(4)(a)(l) PCT). 



statement with regard to novelty, inventive step or industrial 
TppHcabm^; citations and explanations supporting such statement 

Reference is made to the following document: 

D1: US 4914214 



Novelty 

^r.t ni Hicicloses a process for the preparation of perindopril and its t- 
n'^Tat whe^X ac..a.e and perindopH, are n,ixed wnh .-»u.,an„„e (see 

I«Ccln"/noTexpWli mentioned in D1 . i. hae .o be assumed ma. said penndopril ,- 
Although <x IS "°' s^P' » (monolhydrated, since example 5 of the current 
^ptS::.:lcr .C^Ss^^i penndopH, t-butylamine in ethyl achate leads 

;:rrrre!r:uh,':^-ma..er o, Claim 16 encompasses a pham,aceu,lca,.y 

^«toKio «ait of Derindopril in its non-hydrated form. 
;raCme*" neS^ha'p^nndopri, and its fbutytamine saH inhibit ACE and may be 
used as phannaceuticals (see column 1). 

Therefore, subject-matter of claims 1 6 to 25 does not meet the requirements of Article 
33(2) PCT. 
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Inventive step 



The document D1 is considered to represent the closest prior art for the subject-matter 
of claims 1 to 15 and discloses a process for the preparation of perindopril t-butylamlne 
from a protected precursor, wherein the deprotection step Is followed by addition of t- 
butylamine to yield the t-butylamine salt of perindopril. 

The subject-matter of claims 1 to 15 of the present application differs In that the 
deprotection is carried out in the presence of a base, preferably t-butylamine, without 
first deprotecting the carboxylic group of the heterocyclic ring, and thereby forming a 
pharmaceutically acceptable salt of perindopril. 

The problem to be solved may therefore be considered as the provision of an improved 
process for the preparation of a pharmaceutically acceptable salt of perindopril, such as 

perindopril t-butylamine. 

The solution resides in that the deprotection is carried out in the presence of a base 
which forms the pharmaceutically acceptable salt. 

Such a solution is not obvious to the skilled person, since it cannot be expected without 
inventive skill that the process of claims 1 to 15 results in a reduction of undesirable 
impurities such as diketopiperazine analogues. 

Hence, the subject-matter of claims 1 to 15 fulfils the requirements of Article 33(3) PCT. 
Industrial applicability 

The subject-matter of claims 1-24 meets the criteria of Article 33(4) PCT. 
For the assessment of the present claim 25 on the question whether it is industrially 
applicable, no unified criteria exist in the PCT Contracting States. The patentability can 
also be dependent upon the fomiulatlon of the claims. The EPO. for example, does not 
recognize as Industrially applicable the subject-matter of claims to the use of a 
compound In medical treatment,. but may allow, however, claims to a known compound 
for first use in medical treatment and the use of such a compound for the manufacture '"" 
of a medicament for a new medical treatment. 
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